Mar-29-2006 1 5:12 F rora-COZEN O'CONNOR 



215-665-2013 



T-525 P. 003/013 F-459 



EXHIBIT 1 



s 



o 
o 



PAGE 3J13 ' RCVD AT 3:09:08 PM pastern Sland»dTime] ■ SVR:USPT0€FXRF-U11 " DMS:2738300 ' CSID:21i 6S5 2013 * DURATION |mm-ss):(l3-28 



Mar-29-2006 15:13 Frcm-COZEN O'CONNOR 215-665-2013 T-525 P. 004/01 3 F-459 



RECEIVED BY THE UNITED STATES PATENT AMD TRADEMARK OFFICE 
Paper Request for ieconsfderation, Transmittal Form, Fee Transmfflal (In dupOcate). return i 
card all sent via U.S. First Class Mall j 
Applicant^): Stephen Donovan 

Title: Transdermal Botulinum Toxin Admlnistrafloo j 
Serial No: 09/675,172 Fffing Data September 29, 2003 
Docket No. ALLE0O1 6-1 02 (17510 DIV2) [1 55596] 

DateSont 0*Jr Zifaf 
By. QugnLNguyervcrJa 



S 2005 




PAGE 4(13 * RCVD AT 3/2912006 3:09:06 PM [Eastern Standard Time] * SVR:USPT0-EFXRF-1/11 * DNIS:2738300 * CSID:21 5 665 2013 * DURATION (mm-ss):03-28 



Mar-29-2006 15:13 



Frcm-COZEN O'CONNOR 



215-665-2013 



T-525 P. 005/013 F-459 



PTO/SB/21 (03-04) 
Aporovo. ^se Uvough 07/3t/2QQ$. OMB 0351-003 T 
l inrinr ttirt Pnraruunrw B+i4»tr4inn a** -a u 3 - Ptfent and TYBdamarK Uflce: U.S. DEPARTMENT OF COMMERCE 

under the Paper*** Reduction Act of 1865. no persons am required to respond to a coUodJan of inform atton untes* h displays a valid OMB contrS number. 



/ 

TRANSMITTAL 
FORM 

(to be used for $1 corresMndBnoe after initial filing) 


Application Number 


09/675,172 ^\ 


Filing Date 


September 29, 2003 


First Named Inventor 


Stephen Donovan 


Art Unit 


1645 


Examiner Nam© 


Vanessa L Ford j 


V^Total Number of Pages In This Submission | 


Attorney Docket Number 


ALLE0016-102 (17510 DIV2) [165596J J 


ENCLOSURES (check ail that apply) 


S Fee Transmittal Form 

□ Fee Attached 

Amendment / Reply 
Q After Final 

□ Affldavit3tteclaratlon(s) 
Q Extension of This Request 

Q Express Abandonment Request 

G Information Disclosure Statement 

□ Certified Copy of Priority 
Documents) 

□ Reply to Missing Parts/ 
Incomplete Application 

□ Reply to Missing Parts 
under Z7 CFR1.62 or 1.53 


□ Drawings) 

□ Licensing-related Papers 
D Petition 

□ Petition to Convert to a 
Provisional Application 

□ Power of Attorney, Revocation 
Change of Correspondence Address 

Q Terminal Disclaimer 

□ Request for Refund 
Qcd, Number ofCD(s) 

□ Landscape Table on CD 


□ After Allowance Communication to TC 
\Z\ Appeal Communication to Board 

of Appeals and Interferences 

□ Appeal Communication to TC 
(Appeal Notice. Brief, Reply BrfQfj 

□ Proprietary Information 

□ Status Letter 

□ Other Enclosure(s) ' 

(please identify betovty 


I Remarks | 


SIGNATURE OF APPLICANT, ATTORNEY, OR AGENT [ 


Firm 


Cozen CConno- 


Signature 


-fc 


Printed Name 


Ouan L. Nguyen 


Date 




43,957 


f CERTIFICATE OF TRANSMISSION/MAILING " *\ 


I hereby certify that this correspontlence is being facsimile transmitted to the USPTO or deposited with the United States Postal 
Service with sufficient postage as first class mall In an envelope addressed to: Commissioner for Patents, P.O. Box 1450, 
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In re application of: 



Examiner: 



Stephen Donovan 



Vanessa L. Ford 



Serial No.: 09/675,172 



Group Art Unit: 



1645 



Filed: 



September 29, 2003 



Confirmation No* 



5916 



For: TRANSDERMAL BOTULINUM TOXIN ADMINISTRATION 



Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Dear Sin 

REQUEST FOR RECONSIDERATION 

In response to the Office Action mailed July 29, 2005, in connection with the 
above-identified patent application, Applicant respectfully requests reconsideration of the 
rejections of record in view of the remarks provided below. 
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Listing of Claims 

This listing of claims will replace all prior versions, and listings, of claims in the 
application; 
1-21. (canceled). 

22. (original) A method of reducing neurotransmitter release in a subdermal 
structure of a patient, the method comprising the steps of: 

(a) non-chemically disrupting the stratum corneum of the patient's skin to reduce 
impermeability of the stratum corneum; and 

(b) applying botulinum toxin to the skin of the patient in an area that has had the 
stratum corneum disrupted in step (a)* 

23. (original) The method of claim 22, wherein the stratum corneum is disrupted 
by abrasively removing the stratum corneum. 

24 (original) The method of claim 22, wherein the stratum corneum is disrupted 
by applying an adhesive material to the patient's skin, and removing the adhesive 
material applied thereto. 

25. (original) The method of claim 22, wherein the stratum corneum is disrupted 
by applying ultrasound at a frequency between 20 kHz and less than 10 MHz at an 
intensity that does not permanently damage the patient's skin. 

26. (original) The method of claim 22, wherein the stratum corneum is disrupted 
by passing electrical current from a first point on the patient's skin to a second point on 
the patient's skin. 
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27. (original) The method of claim 26, wherein the electrical current is passed to 
create a plurality of pores in the stratum corneum to enhance passage of botulinum toxin 
to the subdennal structures. 

28. (original) The method of claim 22, wherein the botulinum toxin is selected 
from a group of botulinum toxins consisting of types A, B, C, D, E, F and G. 

29. (original) The method of claim 22, wherein the botulinum toxin is applied in 
a pharmaceutical composition comprising an enhancing agent for enhancing the delivery 
of the botulinum toxin through the skin. 

30. (original) The method of claim 22, wherein the botulinum toxin is 
incorporated into a transfersome. 

31-35 (canceled). 
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REMARKS 

Upon entry of the above amendment, claims 22-30 will be pending in this 
application. 

Yuzhakov et aL Is Not Prior Art 

Claims 22 and 26-29 stand rejected under 35 U.S.C. § 102(e) as allegedly being 
anticipated by U.S. Pat. No. 6,565,532 to Yuzhakov et al. (hereinafter "the Yuzhakov 
reference"). Applicant respectfully asserts the claimed invention is novel because the 
Yuzhakov reference cannot be an anticipating prior art under 35 U.S.C. § 102(e). 
Specifically, 35 U.S.C. § 102(e) states that an applicant is entitled to a patent, unless: 

the invention was described in a patent granted on an application for 
patent by another filed in the United States before the invention thereof 
by the applicant for patent, or on an international application by another 
who has fulfilled the requirements of paragraphs (1), (2) s and (4) of 
section 371 (c) of this title [35 USC §371(c)(l), (2), (4)] before the 
invention thereof by the applicant for patent. . . 

Thus, a reference can only be prior art under 102(e) if it is granted before to the priority 
date of the claimed invention. The Yuzhakov reference cannot be an anticipating prior 
art reference under 102(e) because its grant date of May 20, 2003 is after the invention 
date of the present application, which is as least as early as July 11, 2002 (see 
Preliminary Amendment filed on September 29, 2003, which amended the specification 
to state that the present application is a divisional of U.S. Application Serial No. 
10/194,805 which was filed July 11, 2002). Accordingly, the claimed invention is novel. 

The Claims Are Nonobvious 

Claims 22-30 stand rejected under 35 U.S.C. § 102(e) as allegedly being obvious 
over the Yuzhakov reference in view of Mitragotri et al. (Science, Vol. 269, August 11, 

4 
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1995, hereinafter <c the Mitragotri reference 31 ), U.S. Patent No. 5,587,396 (hereinafter "the 
Smith reference"), and/or U.S. Patent No, 6,165,500 (hereinafter "the Cevc reference"). 

The Office Action cites the Yuzhakov reference as the primary reference. 
However, as stated above, the Yuzhakov reference cannot be cited as prior art. As such, 
the rejection for obviousness would be based entirely on the cited secondary references. 
However, none of the secondary references by itself, or in combination with other 
references, teach or suggest the claimed invention. For example, the claimed invention 
recites the steps of non-chcmically disrupting the stratum corneum and applying a 
botulinum toxin to the disrupted stratum corneum for the botulinum toxin to penetrate to 
a subdermal layer of the patient skin. Botulinum toxin is about 150 kDa by itself, and is 
about 900 kDa when it is associated with other non-toxin proteins to form a complex. 

The Mitragotri reference, however, does not teach or suggest a method for 
delivery of proteins having at least a molecular weight of 150 kDa, much less a 
botulinum toxin. Instead, the Mitragotri reference only teaches transdermal delivery of 
proteins between the molecular weights of 6 kDa and 48 kDa. The Mitragotri reference 
at page 850. 

The Smith reference relates to a method for treating a cellulite condition using a 
"cell renewal stimulant". Accordingly, the Smith reference teaches that a skin area can 
be stripped prior to applying a cell renewal stimulant (e.g., a retinoid, see claim 1). 
However, the Smith reference does not teach or suggest that an enzyme such as 
botulinum toxin may be applied to the stripped skin area, where the enzyme would 
penetrate to the subdermal layer of the skin. Further, from reading the specification of 
the Smith reference, one of ordinary skill would not be motivated to apply a botulinum 
toxin to the stripped area of skin, because a retinoid and a botulinum toxin are very 
different from each other and would be expected to have different skin penetration 
properties. For example, a retinoid (e.g., vitamin A) is a small molecule with a molecular 
weight of about 0.30 kDa., whereas the molecular weight of a botulinum toxin is about 
150 kDa (900 kDa for the botulinum toxin complex). Since the penetration of molecules 

5 
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through stripped skin partly depend on their sizes, one would have no basis to expect that 
botulinum toxin would penetrate through the stripped skin similarly to that of a retinoid, 
because botulinum toxin is much larger than the retinoid- Thus, the claimed invention is 
not obvious over the Smith reference alone, or in combination with the other secondary 
references. 

The Ceve reference alone, or in combination with the other secondary references, 
fails to teach or suggest the step of non-chemically disrupting a skin area in conjunction 
with the application of a botulinum toxin, much less that such step will allow for the 
botulinum toxin to penetrate to the subdermal layer of the skin. 

In view of the foregoing, Applicants submit that the pending claims are in 
condition for allowance, and an early Office Action to that effect is earnestly solicited. 



Date: October 31, 2005 

COZEN O'CONNOR 

1900 Market St. 
Philadelphia, PA 19103 
(215) 665-2158 (Telephone) 
(215) 701-2057 (Facsimile) 

Doc No. 2371454 



Respectfully submitted, 



Quan L. Nguyen 
Registration No. 46,957 
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